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Fluorouracil Injection, USP ANDA 40-279 Mo 4°

CONTAINER AND CARTON LABEL
50mg/mL, 10 mL. Product Code: 101710

500 my
{30 mg/mL)
For intravenous Lise

10mL
Single Dose el

3‘5.-"
StF 30 1993

'.'clﬁw'



i
i
i
!
i
!

i
i
;
:
i

|
!

Nole

Parenteral products shouid be inspected

Prior 10 administration, whenever sokustion and

peormit. the Fluorouraci

may discolor duning storage,

the poto:'lcy and sefety are J::' ;dnnﬂy

2 Precipitate occurs SXPOSUre
resoiubiiize
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FLUOROURACIL
INJECTION, USP

WARNING

patients
ot least during the initial course of therapy.

DESCRIPTION:

Fluorouraci injection, USP, an antineopiastic
.blmgmww%utgumg

sterile, nonpyrogenic injectable on

50 mg fluorouracil; pH is adjusted to apProX-
mamyumoo&mnycm.

pow-

derwhich is 0iuble in . The molk-

owhr-mo' fluorouracit is 130.08 and the
structural NG i
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reaction of deoxyuridylic acid to
thymidytic acid. In this manner, flucrouracil
interferss with the is of i b

and brain tissus.
Seven to 20 percent of the parent drug is
in the urine in 8 hours; of

dation (0.9., COy, ures and a-uoro-
B-alaning) which are inactive. The inactive
are excreted in the urine over the
next 3 to 4 hours. When fluorouracii is labeled
in the six carbon position, thus preventing the
14C metabolism to CO,, approximatety of
the total radioactivity is excreted in the urine.
When fluorourac! is labeled in the two carbon
position, approximately 90% of the total radioac-
tivity is axcreted in expired COy. Ninety percent
of the dose is accounted for during the first 24
hours following intravenous administration.
Foliowing intravenous administration of flu-
orouracil, the mean halt-iife of slimination frorm
plasma I8 roximately 18 minutes, with a
0f 8 t0 20 mirxstes, and is dose dependent.
No intact drug can be detected in the plasma
3 hours after an intravenous injection.

INDICATIONS AND USAGE:

Fluorouracil is effective in the palliative man-
agement of carcinoma of the colon, rectum,
breast, stomach and pancress.

CONTRAINDICATIONS:
Flyorouracil therapy is contraindicated for
patients in a poor nutmional state. those with
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between days 8 and 1 Wore ter-
. Maliormations cieft paiates,
ki mwmw.

mum recommended therapeutic Jose.
in monkeys, mmdwmgm
bmonmzomzddmmna

Therapy is 0 be discontinued promptly when-
sver one of the tollowing signs of toxicity

Slomutits or ssophagopharyngitis, at the
first visibie sign.

Leukopenia (WBC under 3500) or a rapidty
falling white blood
Vomiti

. intractable.
Diarrhea, frequent bowel movements or
walery stools.
Gastrointestinal uiceration and bleedi
wmwo

The nmmmon‘ng-ﬂmurldl has been

Information for Patients
Patients should be informed ot cnpoctod toxic
offects, particuiarty oral manifestations. Patients
should be sierted to the possiility of alopeca
a3 a result of therapy and shouid dbe informed
that it is usuaily a transient sftect.
Laborstory Tests
White bio0d counts with differential are rec-
ommended betore each dose
Orug interactions
Leucovonn caicium may enhance the toxicity of
fuorouracs

Also see WARNINGS section

Ca , M 3
dmmﬂa utagenesis, impeirment

Long-term stuches n arvmals to evaiuate the car-
cinogenic potential of Hiuorouracit have not
been conducted. However. there was no evi-
dence of carct iCity in sSmali groups of rats
rvon fluorouracil orally at doses of 0.01, 0.3,
r:! mg per rat 5 days per week for 52 weeks,
by & 6-month observation pencd. Aiso,

n omor studies. 33 mg/kg of fluorouracil was
agministered intravenously 10 Male rais once a
week for 52 weeks followed Dy cbservation for

trnrommdofolmunmmmmnom k

Female mice were grven 1
of fluorouraci intravenously once 3 week for 1
weeks with no effect on the incigence of lung
adenomas Or*maracc ~tere 3 1 = e 450n

fornale , AOIMINStered iNtrapern-
Mnmmuaammgm
3 weeks dunng the pre-ovuiatory phase of

O farthe maips, deyed the: mnm""" pern of

producing
n:‘;' such la ':I:mmcn which inter-
ONA, prolom tymhuu
might be expected to
gemetogenesis.

Pregnancy Casegory D. See WARNINGS section.
M

bmmmwm'ov
mmonpoﬂ-mdpolmm
However, fluorouracl

ini in
rats. in monkeys, matemal doses higher than
40 resuited in abortion of all em

[ to fluorouracil. Compounds which

Mothers
1tis not known whether fluorouracil is excreted
in human milk. Because fluorouracil inhibits
DNA, RNA and protein lymhom moth
should not nurse while receving th .

Use
Safety and dbcﬁvomu in poamnc pnomi"
have not been establish =
ADVERSE HlACﬂONl

Stomatitis and uophagophnrynqms (wmch
may lead 10 sioughing and uiceration), diarthea.

commonily 0bserved
between the Sth and 14th days after the first
course of trestment, alithough uncommonly the
maximal depression may be delayed for as
fong a3 20 days. By the day the count has
usuaily returmed to the normai range.
Nopmmdormmmyb‘utmnlwb-
stantial number of Cases. The dermatitis most

Other adverse reactions are:
Hematologic: pancytopenia, thrombocy-
, anemia.

Cardiovasculer: myocurdm ischemia,
ina.
: gastrointestinal uiceration

and bleeding. anaphyiaxis and
: is and gener-
auzm reactions.

Neurologic: acute cerebeliar syndrome
(which may persist following discontinuance of
treatment), nystagmus, headache.

ic: dry skin, fissuring. photo-
sensitivity, as manitested by eryt \ema ov
Increased pigmentation of the skin; vemn pi
mentation, paimar-piantar erythrod «m«m
syndrome, as manifested by tingling of the
hands and feet followed by pain, erythema
and swelling,

Ophthaimic: \acrimal duct stenosis, visus!
changes, lacrimation, photophobia.
ChSONeNtation

Miscelleneous: thrombophiebitis, epistaxis,
nail changes (inciuding 1088 of nails).
OVERDOSAGE:

The possibéity of with Fluorouracil
is uniikely in view of the of admuristraton.
Nevertheless. the anticipated manifestations
would be nauses, vomiting, diarrhea, gas-
trontestinal uiceration and bieeding, bone mar-
row depression (including thrombocytopenia,
lsukopenia and agranulocytos:s). No specitic
antidotal therapy exists. Patients who have
been exposed to an overdose of Fluorouracil
should be monitored hematoiogically for at
least four weeks. Should abno ities appear,
approprniate therapy should be utiized.

he acute intravenous toxiCity of fluorouracil
1S as follows:

Species (mg/kg 5:OS,E )

MAce
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Tests
WM counts with differential are rec-
ommended before sach doss.

Drug interactions
Leucovorin calcium may enhance the toxicity of

Also see WARNINGS section.
WMW

Long—.m studies in animals 10 evaluate the cer-
cinogenic potential of fluorouracil have not
been conducted. However, Mwunoow

mﬂﬁaoumomlynm 301 0.3,

oc ypﬂmsdaytpumk

no evaluation
risk of fluorouraci to humans.
Mutsgenesis
Oncogenic transformation of fibrobiasts from
mouss embryo has been induced i vitro by flu-
orouracil, but the relationship between onco-
Elomcny and mutagenicity is not clear.

i has been shown to be Mmutagenic

1o several strains ;

strains of Saimonelis W
mciudm TA1538, TA 1537 and TA 1538, and
corevisiae,

NO evi-
doneo o! mutagenicity was found Saimo-
nelia typhimunum strains TA 92, TA 98 and
TA 100. in addition, a positive effect was
observed in the micronucieus test on bone
marrow celis of the mouse. and fluorouracil at
very high concentrations produced chromo-
somal breaks in hamster ibroblasts in vitro.
Iimpaeirment of Fertility
Fluorouracil has not been adequately studied
in armmals to permit an evaluation of its effects
on tonn and general reproductive perfor-

, doses of 125 or 250 mglkq.

W.
to induce chromosomal .borrltlonl lnd
eh-ngumehmmndorgmmoﬂpor-
matogonia in rats. Spermatogonial differentia-
tion was a0 inhibited by fluorouracit, resulting

Y _NITT RS S - RVEVIRU ST ROL IR R A LRIV -V )
rOSQONSVE 10 SYMOIOMAaNC reamment.

Other aciverse reactons are:
Homtologk: plncy!opoml fhrombocy-

Cannovucuur myocaram 1schemia,
.l : gastrointestingl uiceraton
m anaphylaxis and gener-

alized reactions.

Neurolegic: acute cerebellar syndroms
(which may discontnuance of
treatment|

headache.

dry skin; fissuring; photo-

sengitivity, as manifested by eryt \ema or

of . VOIN Dig-

e e gy o

handl and feet followed Dy pain, ngommma

Oplllhdnlc: lacrimal duct stenosis. visual
changes, lacrimation,

w Mm

mm(mmofnuu)

with Fluorouracil
of admirstration.

ulclrlbon ng bonomu-
row dopnuion (including thrombocytopenia,
leukopenia and agran osts). No specific

antidotal therapy exists. Patients who have
o an overdose of Fiuorouract
should be monitored hematologically for at
loast four weeks. Should ihes appear,
apggpmu therapy shouid be utilized.
acute intravenous toxicity of fluorouracil
is as fotlows.:

Species (mg/kgzs.E.)
Mouse 340 = 17
Rat 165 =28
Rabbit 27 = 5.1
Dog 315 = 3.8
DOIAG! AND ADMINISTRATION:

General instructions

F‘uomumdl Injection, USP should be adminis-
ored only i . using care 10 avoid
o:nnvuauon No didution is required.

weight. However, body

(ary weight) is used if the patient is obese or if
there has been a spurious Vl.cl,?h! Qain due to
edema, ascites or other forms of abnormal fluid
retention.

It is recommended that prior to treatment
sach patient be carefully evaiuated in order to
estimate as accurately as possibie the opti-
mum initial dosage of Iuorourlcil.

Dosage
12mglkgmqwmumavonuslyomdubybr
4 successive days. The daily dose should not
exceed 800 mg. i/ no toxicity is observed, 6
mg/kg are given on the 8th, 8th, 10th and 12th
days unjess toxicily occurs. No therapy is given
ontm.'uh nh, or 11th days. Therapy is o
e discontinued st the end of the 12th day, even
it no tox:clty has become apparent. (See
WARNINGS and PRECAUTIONS.)
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, Urea and a-fuoro-
nthowioqovumo

tivity is excreted in sxpired COy. Ninety percent
of the dose is for during the first 24
intravenous administration of flu-
maean haif-iife of elimination from
%rom mately 16 minutes, with a
ah minules, and is dose dependent.
drug can be detected in the plasma
3 hours after an intravencus injection.
INDICATIONS AND USAGE:
Fluorouracil is sffective in the paliiative man-
agement of carcinoma of the colon, rectum,
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Fluorouracil therapy is “contraindicated for
patients in a poor nutritionat state, those with
depressed bone marrow function, those with
potentially serious infections or those with a
known hypersensitivity to Fluorouracil.

THE DALY DOSE OF FLUOROURACIL IS NOT

THEIR FIRST COURSE OF TREATMENT
Fluorouracil should be used with extreme

CAULION in pOOY Figk Patients with & history of

lati ents, th 3"!0 ha mu;.od ud

a ag 080 ve DI

invggomom of bone marrow by metastatic

tumors or those with impaired hepatic or renal

Raret unoxpoctod severe toxicity (e.g.,
ttommgl. diarrhea, neutropenia and neuro-
modmdms-ﬂmncumom

Tomogon‘ Effects: Pregnancy Category D.
cause fetal harm when admin-
mrod tos proqnam woman. Fiuorouracil

bobrltqrmc iasboratory
animals. Fluorouracil exhibited maximum
teratogenicity when given to mice as single
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